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of importance to the activity of peptide deformylases. The boxed amino acids show mutations 
for S. aureus pdf (SEQ ID NO: 1). 



Please replace the paragraph beginning at page 12, line 13, with the following rewritten 
paragraph. Per 37 CF.R. §1.121, this paragraph is also shown in Appendix A with notations to 
indicate the changes made. - 



Figure 5 is a schematic secondary structure diagram of S. aureus pdf. The cylinders 
represent helices and the arrows represent sheets. 




Please replace the paragraph beginning at page 37, line 18, with the following rewritten 
paragraph. Per 37 C.F.R. §1.121, this paragraph is also shown in Appendix A with notations to 
indicate the changes made. 




Thus, this method involves generating a preliminary model of a molecule or molecular 
complex whose structure coordinates are unknown, by orienting and positioning the relevant 
portion of S. aureus pdf or the S. aureus pdf/ligand complex according to Table 1 within the unit 
cell of the crystal of the unknown molecule or molecular complex so as best to account for the 
observed x-ray diffraction pattern of the crystal of the molecule or molecular complex whose 
structure is unknown. Phases can then be calculated from this model and combined with the 
observed x-ray diffraction pattern amplitudes to generate an electron density map of the structure 
whose coordinates are unknown. This, in turn, can be subjected to any well-known model 
building and structure refinement techniques to provide a final, accurate structure of the 
unknown crystallized molecule or molecular complex (E. Lattman, "Use of the Rotation and 
Translation Functions," in Meth EnzymoL, 1 15:55-77 (1985); M.G. Rossmann, ed., "The 
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Molecular Replacement Method," Int. Sci. Rev. Ser., No. 13, Gordon & Breach, New York 

( 1972)) : — — 

Please replace the paragraph beginning at page 49, line 16, with the following rewritten 
paragraph. Per 37 C.F.R. §1.121, this paragraph is also shown in Appendix A with notations to 
indicate the changes made. 

For expression of selenomethionyl-Pdf, M9 glucose was utilized in 100 ml volumes 
containing ampicillin, thiamin, and PAS trace metal solution at 100 mg, 5 mg and 0.3 ml per liter 
of deionized water, respectively. Multiple shake flasks were used to attain the desired 
fermentation volume. Since JM109 is not a methionine auxotroph, incorporation of 
selenomethionine was accomplished through down regulation of methionine biosynthesis just 
prior to induction (Van Duyne, Standaert, J. Mol. Biol, 229:105-124 (1993)). The culture was 
grown in 500 ml wide mouth fermentation flasks at 37°C with an agitation rate of 200 rpm until 
A600 reached ca. 0.5 unit. At this point, the following filter sterilized amino acids were added to 
achieve down-regulation. DL-selenomethione, L-lysine, L-threonine and L-phenylalanine were 
added to final concentrations of 120 micrograms/ml. L-leucine, L-isoleucine and L-valine were 
added to final concentrations of 60 micrograms/ml. After 15-20 minutes, protein expression was 
induced by the addition of filter sterilized IPTG added to a final concentration of 0.4 mM. 
Growth of the culture was continued as described for an additional 3 hours when A600 reached 
ca. 2 units. Cells were then harvested by centrifugation and stored at -80°C. 



Please replace the paragraph beginning at page 63, line 3, with the following rewritten 
paragraph. Per 37 C.F.R. §1.121, this paragraph is also shown in Appendix A with notations to 
indicate the changes made. 



This data was used for the further refinement of the native pdf structure. The partially 
refined model derived from the MAD map was rotated to an arbitrary initial position, stripped of 
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water and cations, and used for molecular replacement (XPLOR). The rotation solutions were 
filtered with PC-refinement (Brunger, Acta Crystallogr., A46:46-57 (1990)). The highest rotation 
function peak also resulted in the highest PC-filtered peak (PC=0.194). The position of the 
rotated monomer was obtained by a translation search (again the highest peak in the map and 
15.6 sigma above the mean). The solution obtained was consistent with the position of the 
molecule in the MAD map and had an initial R-factor of 39.6% for data from 20-2.5 A resolution 
(9235 reflections). This structure was further refined with XPLOR positional refinement and 
waters and a Zinc atom incorporated into the model. The R-factor dropped to 21% with a Free-R- 
factor of just over 25%. A final cycle of refinement and rebuilding was employed using PROLSQ 
(Hendrickson et al., "Stereochemically restrained crystallographic least-squares refinement of 
macromolecule structures" in Biomolecular Structure, Function and Evolution, (R.Srinivasan, 
ed. 43-57) Pergamon Press, Oxford UK (1981)) which resulted in a final R-factor of 18.62% for 
16266 reflections, 10-2.0 A resolution data. The final agreement statistics (Table 10) and 
Ramachandran plot revealed a well-refined structure and are included below. Additional statistics 
were generated with PROCHECK (Laskowski et al., /. AppLCryst., 26:283-91 (1993)). A 
comparison of the initial MAD map and the final refined map was produced in CHAIN. 



